Reovirus (family Reoviridae) is a large, icosahedral dsRNA virus with a diameter of ~850Å and a molecular mass of 129.5 MDa.
Virions (serotype T3D) were embedded in vitreous ice and maintained at -176°C as described. [4] Electron micrographs were recorded under low dose conditions (~24 electrons/Å 2 ) in a Philips CM200 FEG microscope at a nominal magnification of 38,000¥. Micrographs were digitized with a Zeiss PHODIS scanner with step size of 7 mm and bin-averaged to give 14 mm pixels (equivalent to 3.68Å at the specimen). Twenty-nine micrographs whose defocus ranged from 1.56 to 3.19 mm underfocus were selected for processing. Particle orientations and origins were determined using a model-based method. [5] The final three-dimensional reconstruction (FIG.1A,B) , with corrections made to compensate for the effects of the microscope contrast transfer function, was computed from 3652 particles. [4] The distribution of particle orientations was sufficiently random as measured by the eigenvalue spectrum (all inverse eigenvalues were <0.01) to allow computation of the reconstruction to the 9.6Å resolution limit of the data. [4] X-ray crystallographic structures of the core [6] and the m1 3 s3 3 heterohexamer [7] exhibited excellent agreement with the reconstructed density map. The program EMFIT [8] was used to accurately dock various components such as the m1s3 heterohexamer into the virion map. Inspection of the density map revealed numerous rod-like features most of which could be ascribed to a-helical secondary structural elements present in the X-ray structures of all five major structural proteins (FIG.1C-E) . In addition, novel features present in the reconstructed density but not in the crystal structures were observed. For example, spokes of density emanate from and appear to interconnect the m1 trimers at sites of local sixfold symmetry in the T=13 lattice (FIG.1F) . One spoke projects away from each m1 molecule and merges into an annular ring at the local sixfold axis. Recent evidence for the presence of stabilizing disulfide bonds in the outer capsid of orthoreovirus virions [2, 7] is consistent with the observed hub-like structure. [9] 
